Interacting genes are ordered according to their interaction scores in ascending order. Highly significant negative interactions (score less than -3) are labelled in red, highly significant positive interactions (score more than 3) are labelled in green. Table S1 is available as a separate Excel spreadsheet. , and pRS316-MMM1-ERFP 9 were described previously. To obtain pYX223-mtBFP, the BFP fused to the Su9 mitochondrial presequence was subcloned from pYES-mtBFP 3 
Microarray design and hybridization
The S. cerevisiae TAG microarray design is based on the Saccharomyces Genome Deletion . We included the originally designed barcodes as well as the combined mutated barcodes of the two re-sequencing projects in our microarray design. If the mutated sequence contained deletions of one or more nucleotides, the mutated sequence was filled up with Ts to a 20mer sequence. In addition, a limited set of 500 mismatches of UpTAG sequences were designed by exchange of the eleventh nucleotide (A↔T, G↔C). Furthermore, the primer sequences used for labeling the TAG barcodes were also included in the microarray design. All TAG sequences were uploaded to the Agilent eArray website and extended to a final length of 60 nucleotides with Agilent's linker sequences. Probes were randomly distributed across the array using the 8x15k format and printed slides were ordered directly from Agilent Technologies (Waldbronn, Germany).
Genomic DNA from yeast samples was extracted using the NucleoMag 96 Plant DNA extraction kit (Machery-Nagel, Dueren, Germany) on a KingFisher magnetic particle processor (Thermo Scientific, Langenselbold, Germany). Genomic DNA was precipitated with ethanol and suspended in TE buffer. TAG barcode sequences were labeled by asymmetric PCR (20 µl) using 200 ng genomic DNA as described Dry microarray slides were scanned in a FLA8000 slide scanner (Fujifilm) at 5 µm pixel resolution in confocal mode. Microarray images were analyzed using the ArrayVision software v8.0, rev4.0 (GE Life Sciences); spot intensities were calculated as backgroundcorrected median-based trimmed mean densities. Spot values of each microarray experiment were scaled to a total array intensity of 147,680,000 units to facilitate comparison of independent experiments (total intensity normalization) 13 .
Immunoprecipitation and LC MS/MS analysis
Immunoprecipitation was performed basically as described previously 2 with the following adjustments. 500 ODUs of GFP-tagged strains or an untagged W303 control were lysed in IPLB (20 mM Hepes, pH 7.4, 150 mM KOAc, 2 mM Mg(Ac) 2 , 1 mM EGTA, and 0.6 M sorbitol) with 1X protease inhibitor cocktail set I (CalBiochem) on ice for 10 min and cleared.
Lysates were crosslinked by addition of 1 mM DSP (Thermo Scientific) and allowed to incubate on ice for 30 min. Crosslinking was quenched with the addition of 100 mM Tris pH 
